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REMARKS 



Claims ],,, 2f 4-23, 28-54 and 67-72 are pending in the instant 
application. Claims 4~6, 13, 28-48, 51-54 and G8-72 have been 
withdrawn from consideration. Claims I, 2^ 7-12, 14-23, 49, 50 and 
67 have been rejected. Claims 4-6, 13^ 28-48, 51-54 and 68"'72 
have been canceled. Claim? 1 and 50 have been amended. No new 
matLer has been added by these amendments. Reconsideration is 
respectfully retqueisLed in light of these amendments and the 
following remarks , 

I . Election/Res t:riction 

The ReistricLion Requlreme^nt wherein Applicants have elected 
SF;Q id NO: 78, human interleukin-5, has been deemed proper and made 
Final. Accordingly, claims 4-6, 13, 28-48, 51-54 and 68-72 have 
been canceled, with Applicants reserving the right to file 



continuing applications on Lhe canceled subject matter. 

II, Rejection of Claims Under 35 U.S.C. 112, First Paragraph 

The^ rejection ct claim 50 under 35 U.S.C, 112, first 
peir^igraph, as containing subje^ct matter which was not described in 
the specification in such a way a^; Lo enable one skilled In the art 
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to which it pertains, or with which it is most nearly connected, to 
make and/or use tho invention commensurate in scope with these 
claiirus, has been maintained. The Examiner suggests that the 
specification as filed does not enable in v.zvo uses of the claimed 
antisense coaipounds, including treatment of human asthma. 
Applicants respectfully disagree with this rejection of claim 50. 

At the outset, Applicants respectfully point out that claim 50 
is directed to a method of modulating the expression of 
lnterleukin-5 in cells or tissues. Nowhere does this claim state 
LhaL the method is a method of treating human asthma as suggested 
by the Examiner. The specification a^^ filed presents data showing 
both in vitro (see pages 49-59 and 67-71 of the specification as 
lilod) and in vivo (see pages 60-64 of the specification as filed) 
modulation ol intorleukin-b expression in cells or tissues of 

aiiiinals. For example, experiments were performed and presented in 
the specification as filed demonstrating that the antisensc 
compounds of the instant invention were effective when given to 
animals in vivo. In one set of experiments, eosinophilia was 
prevented in mice dosed In vivo with antisense oligonucleotides. 
In another set of experiments, IL-5 levels were shown to be 
decreased in mice In vivo after pre-treatment with antisense 
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compounds of the instant Ins/ention. In a third set of experiments, 
an arl-accepted mouse modf?l for human allergic asthma, the 
antisense compounds of the instant invention were shown to have 
therapeutic activity. Therefore, contrary to the Examiner's 
opinion, the specification as filed demonstrates that the compounds 
of the instant invention are pharmacologically active in vivo to 
reduce lL-5 levels, the method that Is now claimed. Nowhere does 
the claim ii^s amended recite a method of treatment or a method of 
disease prevention; it instead is a method for modulating 
interleukin«5 levels in cells and tissues. Accordingly, withdrawal 
of this rejection is respectfully requested. 

III. Rejaotion of Claims Under 35 U.S-C, 103(a) 

The rejection of claims .1, 2, 7-1.?, 14-23, 49 and 50 have been 
rejected under 35 U.i^.C. :l03(a) as being unpatentable over Weltman 
et al., and further in view oi Dolgonov et al., Sahasrabudhe et. al. 

(1996) , Baracchini et al. (Ul-: Patent 5, 801, 154 ) , and Fritz et al. 

(1997) has been maintained for reasorii; of record. The Examiner 
suggests it would have been prima facie obvious for one of ordinary 
skill to combine the teachings of Weltman et al,, Dolgonov et nl., 
Baracchini et al., and Fritz et al. to make the instant invention 
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because Weltman teaches antlGonse to lL-5 and use of antisense to 
inhibit: gene expression, Dolqonov teach an antisense corapound with 
100"rt homology to a sequence claimed, Baracchini 9L ai- disclose 
TTiodif ication of antisensG as claimed as well as target regions of 



delivery sys Loins as claimed for oligonucleotides. The Examiner 
SLtggoi5tf5 that motivation is provided by the teachings of 
Baracchini, Weltman and Dolgonov, while Baracchini, Fritz, and 
Sahasrabudhe provide moLivation for modification of 
oligonucleotides as claimed. Applicants respectfully traverse this 
re j ectlon . 

At the outset. Applicants have amended the claims to list 
specific nuclGobase regions within the sequence of human 
inLerleukin-5 {SRQ TD NO; 78) that are to be targeted by antisense 
compounds. Those nucleobase regions are taught in the 

specification as filed, at pages 64-72. 

Weltman et al. (US Patent 6,048,726) disclose a single 16 mer 
ant i sense oligonucleotide that has the ability to inhibit 
expression of IL-5 In vitro. The antisense compound was designed to 
bc:2 antisense to an area wilhin the coding region of human IL-5. Wo 
Other targets for antisense within the sequence of human IL-5 are 



antisense compounds as 



claimed, and Fritz et al . teach use of drug 
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taught by this rGfGrencf^. In addition, only one particular 
sequence lor a coding region targeted antisense compound is taught. 
Nowhere does this patent te.=tch regions of lT„-5 other than the 
coding region of human XL- 5 Lhat might be targeted specifically 



specific nucltiobase regions as now claimed. 

The secondary refeiT^nces cited fail to overcome the 
deficiencies in teaching of this priitidry reference. 

As diacussed j,n the previous r<ssponse dated ^3ovember 14, 2002, 
Dolgonov et al, fail Lo teach a specific sequence of the instant 
invention as claimed by the C.v.aminer. Therefore, this patent fails 
to teach or suggest the objoct of the instant invention as claimed 
and adds no teaching to support a case of prima facie obviousness, 

Sahasrabudhe et al- (1996) disclose the effects of 
stereoisomerism at the point of attachment of a peptide to an 
oligonucleotide, as a conjugate. Nowhere does Lhis patent teach or 
suggest antisense compounds t.:irgetGd to specific nucleobase regions 
of an inter Teukin-'5 nucleic acid molecule as now claimed. 

The '154 patent teaches modification Lo antisense 
oligonuclGotides in general as a way to enhance activity and also 
general large target region.^ within the sequence of a gene other 



with antisense . 



Further, Lhis patent fails Lo teach any of the 
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than interleukin-5 of SEQ ID NO: 78. However, this general 
discussion of modified ol j gonucleoLidtis and general target regions 
does not tc^^ach or suggest Ufte of antisense ooiTtpounds of any type to 
target specific nucleobase regions of the intGrleakin-5 nucleic 
acid molecule as now claimed, and the successful inhibition of 
expre£5sion using antiEienso. 

Fritz et al. (1997) disclose and characterize model drug 
carrier systems for antisenseii oligonucleotides* However, nowhere 
doati this paper teach or suggest anti sense compjounds targott^d to 
specific nucleobasy regions of a human interleukin-S nucleic acid 
molecules as now claimed . 

To establish a prima facie caso of obviousness, three basic 
criteria must be met. MPF.P 2143. First, there must be some 
suggestion or motivation, cither in the references themselves or in 
the knowledge generally available to one of ordinary skill in the 
art, to modify the reference or to combine reference teachings. 
Second, there must be a reasonable expectation of success. 
Finally, the prior art must teach or suggest all claim limitations. 
The limitations of the claims as now amended, which recite specific 
nucloobasG regions within the sequence of human inter! eukln-5 of 
SFQ TD NO: 7 8, are not taught or suggested by any of the references 
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individually or when combined. It is only with the specification in 
hand that one of skil] would know which nuclcobase regions Lo 
target with antisense compounds. Therefore, the limitations of the 
claims as amended clt?£irly ,75 re not taught or suggested by the 
combination ol prior art references, nor is any expectation of 
successful use of such region targeted antisense compounds provided 
by the combination of prior art. Thus, the combination of prior 
art cited cannot render the instant claimed invention obvious. 
WlLlidrawal of this rejection Is therefore respectfully requested. 



IV. Double Patenting 

Claims 1, 2, 7, 8, 14-23, 49, 50 and 67 have been rejected 
under the judicially created doctrine of obviousness- type double 
patenting as being unpatentable over claims I, 2, 5-15, 26, 27 and 
30 of US Patent No. 6; 136, 603. The Examiner suggests that although 
the conflicting claims are not identical they are not patentably 
distinct from each other. Applicants are filing herewith a 
terminal disclaimer as reqiiired under 3 7 CFR 1.13 0. Accordingly, 
withdrawal of this rejection is respectfully requested. 



Received from < 8568101454 > at7/17l03 12:13:25 PM [Eastern Daylight Time] 





07/17/03 THU 12:20 FAX 8568101454 LAW OFFICES 21016 



Attorney Docket No.: ISPH-0537 
Inventors: Dean et al. 

Serial No.: 09/800,629 
Filing Ddte: March 7, 2001 

Page 13 

V, Rejection of Claims Under 35 U.S.C. 112, Second Paragraph 

Claim 50 has been rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant regards 
as the invention. Applicants have amended claim 50 to correct the 
antecedent basis. Withdrawal of this rejection is respectfully 
requested. 

VI, Objection to Claim 1 

Claim 1 and its dependent claims have been objected to as 
being drawn to non-elected subject matter. Claim 1 has been 
amended to correct this situation. Withdrawal of this objection is 
respectfully requested, 

VII, Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
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favorable reconsideration and subsequent allowance of the pending 
claims is earnestly solicited. 

Respectfully submittGd; 



Jane Massey Licata 
Registration No. 32^257 



Date: July 17, 20 0^ 

Licata & Tyrrell P.C 
66 E\ Main Street 
Marl ton, NJ 08053 

856-810-1515 
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